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Reply to Office Action of December 10, 2004 

Amendments to jhe_CIalms : 

This listing of claims will replace all prior versions, and listings of claims in the application: 

Listing of Claims: 

1-77, (Canceled) 

78. (Currently amended) A method of screening for compounds that inhibit Ap 
production, comprising contacting a purified protein purifiod to apparent homog e n e ity 
comprising a segment of a [J-secretase enzyme protein extending from residue 46 to residue 4S2 
of SEP ID NO\2 or up to several amino ac ids bevond- wherein the purified protein lacks a 
transmembrane region and residues 1-45 of SEP ID NO:2* whoroifl (i) the oagmgnt laoks th e 
signal pequemoB (amino aoi - d - iosiduoo 1 22 with r e ppoot to SEQ ID NO: 2) and the putative pro 
region ( amino , acid - r e sidues 23 4 5 with roope e t - to SEP ID NP:2\ and fii) wherein the purified 
protein exhibits j3-secretase activity, as evidenced by an ability to cleave a substrate selected 
from the group consisting of the 695 amino acid isotype of beta amyloid precursor protein (0- 
APP) between amino acids 596 and 597 thereof; MBP-C125wt and MBP-C125&W with (a) a test 
compound and (b) a jS-secretsse substrate, and selecting the test compound as capable of 
inhibiting beta-amyloid (A/S) production if said protein exhibits less jS-secretase activity in the 
presence of said compound than in the absence of aaid compound. 



79. 


(Canceled) 


80. 


(Canceled) 


81. 


(Canceled) 


82. 


(Canceled) 


83. 


(Canceled) 



PA(£ 7123* RCVD AT 311812005 5:32:36 PM [Eastern Standard Time] ' SVItUSPTO-EFXRF-1/5 ' DNIS:8729306 * CStt):16503262422 ' DURATION (mnv$s):06-32 



MAR. 18. 2005 2:40PM TTC-PA 650-326-2422 



MO. 272 ' P. 8 



Appl, No. 09/724,571 PATENT 

Amdt, dated March 18, 2005 

Reply to Office Action of Decexribor 10, 2004 

84. (Previously presented) The method of claim 78, wherein said jff-secretase 
substrate is selected from the group consisting of MBP-C125wt, MBP-C125sw, APP, amyloid 
precursor protein (Swedish mutation) (/3-APPsw), and 0-secretase-cleavable fragments thereof, 

85. (Previously presented) The method of claim 78, wherein said |8-secretase 
substrate has a sequence selected from the group consisting of SEQ ID NO: 82, SEQ ID NO: 83, 
SBQ ID NO: 84, SEQ ID NO: 85, SEQ ID NO: 86, SEQ ID NO: 87. SEQ ID NO: 88, SEQ ID 
NO; 89, SEQ ID NO: 90, SEQ ID NO: 91, SBQ ID NO: 92, SEQ ID NO: 93. SEQ ID NO: 94, 
SEQ ID NO: 95, and SEQ ID NO: 96. 

86431. (Canceled) 

132. (Withdrawn) The method of claim 78, wherein the /3-seoretase substrate has a 
sequence selected from the group consisting of SEQ ID NO: 72, SEQ ID NO: 78, and, SEQ ID 
NO: 81, and, SEQ ID NO: 97, and selecting the test compound as capable of inhibiting Ajff 
production if said /9-secretase polypeptide exhibits less 0-secretase activity in the presence of the 
test compound than in the absence of the test compound. 

133-135, (Canceled) 
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